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Amendments in the Specification 

Please delete the text inserted on page 5, after line 12, in the reply dated July 
2, 2002. The text to be deleted recites : 

- The IIPTl , hPEPTl , D2II, and hSI receptors were selected for cloning as GIT 
re c e ptor targ e ts bas e d on s e v e ral c r iteria, including : (1) expression on surfac e of 
epithelial cells in gastro- intestinal tract (GIT); (2) expression along the length of small 
intestine (IIPTl , hPEPTl , D2II); (3) expression locally at high concentration (hSI); (4) 
large putative e xtracellular domains facing into the lumen of the GIT; and (5) 
e xt r acellular domains that p e rmit easy access and bioadh c sion by targ e ting particl e s. 

The four recombinant receptor sites scre e ned with th e peptide libraries 
additionally have the following charact e ristics : 

sucrose and othe r sugars, represents 9% of brush border membrane protein in 



R e c e ptor Charact e ristics 

D2II Transport of n e utral/basic — anrino — acids; — a transport 

activating prot e in for a r ang e of amino acid translocascs 

hSI M e tabolism of sucros e and othe r suga r s, rep r esents 9% of 

brush bord e r memb r ane prot e in in Jejunum 

IIPTl di/tri peptide transporte r or facilitator of peptide transport 

hPEPTI di/tri peptide transporter 



6:2 Cloning of Extracellula r Domain of Selected Recepto r Site 

The following receptor domains were clon e d and exp r essed as Ilis-tag ftision 
proteins by standard techniques : 



Receptor 



Domain (amino 
acid resid ues^ — 
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hPEPTl ' 



391 571 



29 273 



llol ■ 



272 - 667 



387 685 



a Liang ct al., 1 99 5, J. Diol. Chcm. 270: 6456-6463; 

b Dantzig e t al., 1 99 4, Association of Int e stinal Peptide T r anspo r t with a 

Protein Related to the Cadh e rin Superfamily; 

e Chantrct ct al., Diochem. J. 285: 9 15-923; 

d Dcrtranctal., J. Diol. Chcm. 2 6 8 : 14842-14 9 4 9 . 

Th e re ce p to r p r oteins we r e exp r essed as Ilis-tag fusion prot e ins and affinity 
purified under denatu r ing conditions, using ur e a or guanidine IICl, utilizing the pET 
Ilis-tag m e tal chelate affinity fo r Ni-NTA Aga r os e (Ilochuli, C, Purification of 
r ecombinant proteins with m e tal chelate adsorbent. Gen e tic Engineering, Principals and 
Methods (J.K. Sctlow, cd.). Plenum Press, NY, Vol. 12 (1990), pp. 87-98). 

As indicated in WO 9 8/51325, phage which showed specificity to a GIT r eceptor 
was furthe r characteriz e d by ELISA on a variety of recombinant proteins. Phage which 
continu e d to e xhibit GIT rec e pto r sp e cificity was s e quenc e d. Thei r inse r t s e qu e nc e s a re 
summarized as follows : 



^EQt 



ID. NO 



• TARGET BINDING PHAGE INSERT SEQUENCE 



Si5 



i6-. RSGAYESrDGRGGRSYVGGGGGCGNIGRICIINLWGLRTASrACWD 

¥h SrRSrWPWSRIIESrGISNYLGCGYRTCISGTMTKSSriYPRIIS 
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S22 


18. 


— SSSSDWGGVPGKWRERTKGRGCGISITSVLTGKPNPCPEPKAA 

"W* T T >^mi~X. *^"«~VX TT^ "W^ T^T"* T A T% f \ A X X A rX^X^ "K T f> X X ,^~HXrx^X^ X^X X^ A ATX 


SnilO 


19. 


— RVGQCTDSDVRRPWARSCAIIQGCGAGTRNSIIGCITRPLRQASAII 


Sni28 


20. 


— SIISGGMNRAYGDVrRELRDRWNATSIIIITRPTPQLPRGPN 


Sni34 


-^i 


— SPCGGSWGRrMOGGLrGGRTDGCGAIIRNRTSASLEPPSSDY 


SnB8 


22. 


RGAADQRRGWSENLGLPRVGWDAIAIINSYTrTSRRTRPP 


Stti45 


23. 


SGGEVSSWGRVNDLCARVSWTGCGTARSARTDNKGrLPKIISSLR 


SniAX2 


24. 


SDSDGDIIYGLRGGVRCSLRDRGCGLALSTVIIAGPPSrYPKLSSP 


SniAX4 


25. 


RS LGNYGVTGTVDVTVLPMPGIIANIILGVSSASSSDPPRR 


SniAX6 
SniAXS 


26. 
27. 


RTTTAKGCLLGSrGVLSGCSrTPTSPPPIILGYPPIISVN 
SPKLSSVGVMTKVTELPTEGPNAISIPISATLGPRNPLR 



D2II 






DAD3 — 


28. 


— RWCGAELCNSVTIOCrRPGWRDIIANPSTIIIIRTPPPSOSSP 


DAD7 — 


29. 


RWCGADDPCGASRWRGGNSLrGCGLRCSAAQSTPSGRIIISTSTS 


DADIO 


30. 


SKSGEGGDSSRGETGWARVRSIIAMTAGRTRWYNQLPSDR 


DAD 18 


31. 


RSSANNCEWKSDWMRRACIARYANSSGPARAVDTICAAP 


DAD24 


32. 


SKWSWSSRWGSPQDKVEKTRAGCGGSPSSTNCIIPYTrAPPPQAG 


DAD30 


33. 


SGrWErSRGLWDGENRICSVRSGCGrRGSSAQGPCPVTPATIDKII 


DAMS 


34. 


SESGRCRSVSRWMTTWQTQKGGCGSNVSRGSPLDPSIIQTGIIATT 


DAX23 


35. 


REWRTAGPPLDLWAGPSLPSrNASSIIPRALRTWSQRPR 


DAX24 




RMEDIKNSGWRDSCRWGDLRPGCGSRQWYPSNMRSSRDYPAGGII 


DAX27 


37. 


SIIPWYRIIWNIIGDrSGSGQSRIITPPESPIIPGRPNATI 


D€X8 — 


38. 


RYKIIDIGCDAGVDiaCSSSVRGGCGAIISSPPRAGRGPRGTMVSRL 


DCXll 


39. 


SQGSKQCMQYRTGRLTVGSEYGCGMNPARIIATPAYPARLLPRYR 


DCX26 


40. 


SGRTTSEISGLWGWGDDRS GYGWGNTLRPNYIPYRQATNRIIRYT 


DCX33 


41. 


RWNWTVLPATGGIIYWTRSTDYIIAINNIIRPSIPIIQIIPTPI 


DCX36 


42. 


SWSSWNWSSKTTRLGDRATREGCGPSQSDGCPYNGRLTTVKPRT 


DCX39 




SGSLNAWQPRSWVGGArRSIIANNNLNPKPTMVTRIIPT 


DCX42 
DCX45 


44. 
45. 


RYSGLSPRDNGPACSQEATLEGCGAQRLMSTRRICGRNSRPGWTL 
SVGNDKTSRPVSrYGRVSDLWNASLMPICRTPSSICRIIDDG 
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hPEPTl 






PAX9 


—46: — 

A T 


— RWPSVGYKGNGSDTIDVIISNDASTKRSU 


PAX 14 — 


—4?: — 


— RTrENDGLGVGRSIQlUCSDRWYASIINIRSIirAS 


PAX 15 — 


48. 


— S YCR VKG G G EG G I ITDSNL ARS G CG K V ARTSRLQI IINPRATPPSR 


PAX 16 — 


49. 


— SWTRWGKIITIIGGrVNKSPPGKNATSPYTDAQLPSDQGPP 


PAX 17 — 


50. 


— SQVDSrRNSrRWYEPSRALCIIGCGICRDTSTTRIIINSPSDSYPTR 

^ T^X "W~fc T — ^ X^"l~k I ^ I ^ ■« r fy X^ rx^ X O X^ X X^ "K T A rXTVTX^<TKTX T^^X~V A X XTk T"V TX^ AX A 


PAX 18 — 


51. 


— SrLRrQSPRTEDYSRTISRLRNATNPSNVSDAIINNRALA 

"■"V <~1Tfn"W~V "Wm. TTTW TT™V T <~1 <TX T T""» TX XTV T A 1k T *^ T XX* A TX* X jfX XX* XAfXlX TJ^'X* XV 


PAX35 — 


52. 


— RSITDGGINEVDLSSVSNVLENANSIIRAYRIGIRPTLICRP 

r\ r\'WT'T. Trf^ rf^xxx^ x^ xxrx^x tx^x^ "wy ✓"^ ■» tx tx^ x t ✓"^ x xx^ *^ a x^ ■» ^ ^r\.f ■ i a x <^ *^xrx^x^ ■ ^ 


PAX38 — 


53. 


— SSKVSSPRDPTVPRICGGNVDYGCGIIRSSARMPTSALSSITKCYT 

X^ A rr^ ^ x^ ^— i x 7 A X%X^ X^y^ A TT X\ ^ — 1 ^ y — 1 (~\ A rriX TX THT^X T HT* O ^^XT* A ■» *" T TX TX T 


PAX40 — 


54. 


— RASTQGGRGVAPErGASVLGRGCGSATYYTNSTSCKDAMGIINYS 

T* TT Ty^T^T^T TTT'T~'nr* A A T~v g — n C~\ A A X~'T~" T~* T~> A C~\ X* T~\T~* T~* A T TX^ X TTIX TT^ X T A 


PAX43 — 


55. 


— RWCEKIIKrTAARCSAGAGrERDASRPPQPAIIRDNTNRNA 

rfTl~l,^~VT TX >'T^X~V X X,^~^ X X~l X^ X X A X X~V m X^X XT A X XXXy~l XX XT TXXX A XX T* X TX* X~V X^ y~V 


PAX45 — 


56. 


— SFQ V YPDI IGLERII ALDG TG PL Y AMPG RWIRARTQNRDRQ 


PAX46 


57. 


SRCTDNEQCPDTGTRSRSVSNARYrSSRLLKTIIAPIIRP 


m 


58. 


SARDSGPAEDGSRAVRLNGVENANTRICSSRSNPRGRRIIP 


P9e 


59. 


SSADAEKCAGSLLWWGRQNNSGCGSPTiaCIILiaiRNRSQTSSSSII 


5PAX3 


-607- 


RPKNVADAYSSQDGAAAEETSIIASNAARICSPKIIKPLRRP 


5PAX5 


-6iT- 


RGSTGTAGGERSGVLNLIITRDNASGSGriCPWYPSNRGIIK 


5PAX7 
5PAX12 


-63r- 


RWGWERSPSDYDSDMDLGARRYATRTIIRAPPRVLICAPLP 
RGWKCEGSQAAYGDKDIGRSRGCGSITKNNTNIIAIIPSIIGAVAKI 



IIPT-1 



IIAX9 


64. 


SREEANWDGYICREMSIIRSRTWDATIILSRPRRPANSGDPN 


IIAX35 


65. 


EWYSWICRSSKSTGLGDTATREGCGPSQSDGCPYNGRLTTVKPRIC 


IIAX40 


66 


RErAERRLWGCDDLSWRLDAEGCGPTPSNRAVKIIRICPRPRSPAL 


IIAX42 


67. 


SDIIALGTNLRSDNAKEPGDYNCCGNGNSTGRICVrNRRRPSAIPT 


HeA3 — 


68. 


RIIISEYSrANSIILMGGESICRICGCGINGSrSPTCPRSPTPArRRT 


H4G 

PAX2 — 


69. 
70. 


SRESGMWGSWWRGIIRLNSTGGNANMNASLPPDPPVSTP 
STPPSREAYSRPYSVDSDSDTNAKIISSIINRRLRTRSRPN- 
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Please delete the text inserted on page 6, after line 14, in the reply dated July 2, 
2002. The text to be deleted recites : 

— In a specific embodiment of the invention, proteins consisting of or, 
alternatively, comprising all or a fragment of a GIT transport re c e ptor-binding p e ptid e 
consisting of at least 5, 10, 15, 20, 25, 30 or 35 (contiguous) amino acids of th e 
full-l e ngth GIT transport re ceptor-binding p e ptid e ar e provid e d. In a sp e cific 
embodiment, such proteins ar c not more than 20, 30, 40, 50, or 75 amino acids in 
length. Derivatives or analogs of GIT transport r ecepto r -binding peptides include but 
ar e not limit e d to those molecul e s comprising r e gions that a re substantially homologous 
to GIT transpo r t receptor-binding peptides or fragm e nts th er eof ( e .g., at l e ast 50%, 
60%, 70%, 80% or 90% id e ntity) (e.g., over an id e ntical siz e s e qu e nc e or when 
compared to an align e d s e qu e nc e in which th e alignment is don e by a comput er 
homology program known in the a r t) or whose encoding nucleic acid is capable of 
hybridizing to a coding GIT transport re c e ptor-binding p e ptid e s e qu e nce, und er 
stringent, moderat e ly string e nt, or nonstring e nt conditions. — 



